WO 2021/064137 PCT/EP2020/077586

01/24
Fig. 1

anti-B7H6 anti-CD3




WO 2021/064137 PCT/EP2020/077586

02/24
Fig. 2
Ig-like V -type
NKp30 interaction sites <_
B7H6
o extracellular
Domain
ig-like C1-type Uniprot Q68D85 (25-262)

Cell membrane

EpCAM transmembrane domain Uniprot P16422 (aa266-288)
EpCAM
intracellular
domain
Uniprot P16422 (aa289-314)



WO 2021/064137 PCT/EP2020/077586

03/24
Fig. 3
A
- 1507 B7H6#1/CD3#1
§ B7H6#2/CD3#1
5 B7H6#3/CD3#1
% 100+
8 B7H6#4/CD3#1
$ B7H6#5/CD3#1
£ 501 B7HB#6/CD3#1
2 B7HB#7/CD3#1
[«]
= B7HG#8/CD3#1
o NN —aA— B7HBHO/CD3#1
S O ) Q o NS
& & & ¢ —5— B7HG#10/CD3#1
°© ——  BTHGH11/CD3#1
B7H6/CD3 [ug/mi]
B
o 1501
el
=3
e
2
< 100+
[0 ]
Ee]
2
o 504
[0
k=
g
oY T —
Q Q N S N N N Q
N N ) N
QQ Q.ﬁ Q °

©” B7H6/CD3 [ug/mi]

—e— B7H6#12/CD3#1 —+— B7H6#24/CD3#1
—a— B7H6#13/CD3#1  --1-- B7H6#14/CD3#2
—a— B7H6#14/CD3#1 --x-- B7H6#14/CD3#3
—w»— B7H6#15/CD3#1 --O-- B7H6#14/CD3#4
—a— B7H6#16/CD3#1 --[-- BTH6#14/CD3#5
—o0— B7H6#17/CD3#1 --®-- B7H6#14/CD3#6
—0O— B7H6#18/CD3#1 --&-- B7H6#23/CD3#2
—a— B7HB#19/CD3#1 --®-- B7H6#23/CD3#3
—%— B7HG#20/CD3#1 --d-- B7HE#23/CD3#4
—o— BTHB#21/CD3#1 --%-- B7H6#23/CD3#5
—s— B7H6#22/CD3#1 --1-- B7H6#23/CD3#6
—— B7H6#23/CD3#1



WO 2021/064137

>

150

-

o

=]
i

x-fold above background
&
o

150+

-

pd

<
1

50

x-fold above background

B7H6/CD3 [ug/mi]

a
Q.Q

Q°

B7H6#12/CD3#1
B7H6#13/CD3#1
B7HGB#14/CD3#1
B7H6#15/CD3#1
B7HE6#16/CD3#1
B7H6#17/CD3#1
B7H6#18/CD3#1
B7H6#19/CD3#1
B7HG#20/CD3#1
B7H6#21/CD3#1
B7H6#22/CD3#1
B7H6#23/CD3#1

04/24

Fig. 4

" B7H6/CD3 [ug/mi]

0

PCT/EP2020/077586

B7H6#1/CD3#1
B7He#2/CD3#1
B7HE#3/CD3#1
B7H6#4/CD3#1
B7HG#5/CD3#1
B7H6#6/CD3#1
B7HE#7/CD3#1
B7H6#8/CD3#1
B7HE#9/CD3#1
B7HB#10/CD3#1
B7H6#11/CD3#1

B7H6#24/CD3#1
B7H6#14/CD3#3
B7H6#14/CD3#4
B7H6#14/CD3#5
B7HG6#14/CD3#6
B7H6#23/CD3#2
B7H6#23/CD3#3
B7Ho#23/CD3#4
B7H6#23/CD3#5
B7H6#23/CD3#6
B7HG#14/CD3#2



WO 2021/064137

x-fold above background

x-fold above background

©o [=3
o L]
1 1

o
i

B7H6/CD3 [nM]

B7H6/CD3 [nM]

B7H6#12/CD3#1
B7HE6#13/CD3#1
B7H6#14/CD3#1
B7HB#15/CD3#1
B7H6#16/CD3#1
B7H6#17/CD3#1
B7H6#18/CD3#1
B7H6#19/CD3#1
B7H6#20/CD3#1
B7H6#21/CD3#1
B7H6#22/CD3#1
B7HB#23/CD3#1

- -
.-
Ry
-
[
. -
Y e
o
-

-

PCT/EP2020/077586

B7H6#1/CD3#1
B7HG#2/CD3#1
B7HE#3/CD3#1
B7HE#4/CD3#1
B7H6#5/CD3#1
B7H6#6/CD3#1
B7H6#7/CD3#1
B7HE#8/CD3#1
B7HBH#9/CD3#1

—%— B7H6#10/CD3#1
—— B7HE#11/CD3#1

B7HE#24/CD3#1
B7H6#14/CD3#3
B7H6#14/CD3#4
B7HE#14/CD3#5
B7H6#14/CD3#6
B7HE#23/CD3#2
B7HE#23/CD3#3
B7H6#23/CD3#4
B7H6#23/CD3#5
B7HE#23/CD3#6
B7HE#14/CD3#2



WO 2021/064137

.-
o
S

W
=]
<

x-fold above background

06/24
Fig. 6

B7H6/CD3 [nM]

B7H6#12/CD3#1
B7H6#13/CD3#1
B7H6#14/CD3#1
B7H6#15/CD3#1
B7H6#16/CD3#1
B7H6#17/CD3#1
B7H6#18/CD3#1
B7H6#19/CD3#1
B7H6#20/CD3#1
B7H6#21/CD3#1
B7HG6#22/CD3#1
B7H6#23/CD3#1

PCT/EP2020/077586

B7HG6#24/CD3#1
B7H6#14/CD3#3
B7HE6#14/CD3#4
B7H6#14/CD3#5
B7H6#14/CD3#6
B7H6#23/CD3#2
B7H6#23/CD3#3
B7H6#23/CD3#4
B7H6#23/CD3#5
B7H6#23/CD3#6
B7H6#14/CD3#2



WO 2021/064137 PCT/EP2020/077586

07/24
Fig. 7
.g 80~
3 3
5 60+ !
-
©
©
£
@
>
o]
£
©
=2
3
»
° &9& & o A o
B7H6/CD3 [nM]

—eo— B7H6#12/CD3#1 —+— B7H6#24/CD3#1

—a— B7H6#13/CD3#1 --x-- B7H6#14/CD3#3
—a— B7H6#14/CD3#1 --G-- B7H6#14/CD3#4
—w— B7H6#15/CD3#1 --[-- B7H6#14/CD3#5
—e— B7H6#16/CD3#1 --®-- B7H6#14/CD3#6
—O0— B7H6#17/CD3#1 --@-- B7H6#23/CD3#2
—— B7H6#18/CD3#1 --®-- B7H6#23/CD3#3
—A— B7H6#19/CD3#1 --d-- B7H6#23/CD3#4
—— B7H6#20/CD3#1 --Q-- B7H6#23/CD3#5
—o— B7H6#21/CD3#1 --1-- B7H6#23/CD3#6
—e— B7H6#22/CD3#1 --4-- B7H6#14/CD3#2

—i—  B7H6#23/CD3#1



WO 2021/064137 PCT/EP2020/077586

08/24
Fig. 8

B7H6#23/CD3#1

< o

&

-

0 4-

o) ]

-

& 3-

£

@

3 2-

3

[+

k=)

2

> 0“'"‘* } T 1 1 ! !

¥ Q&x N o ) ©
B7H6/CD3 [nM]
B7H6#12/CD3#1 B7H6#24/CD3#1
B7H6#13/CD3#1 B7H6#14/CD3#3
B7H6#14/CD3#1 B7H6#14/CD3#4
B7H6#15/CD3#1
H6#14/CD3#

B7H6#16/CD3#1 Sguemwgm#g
B7H6#17/CD3#1 B7HB#23/CD342
B7H6#18/CD3#1 B7H6#23/CD3#3
B7H6#19/CD3#1 B7H64#23/CD3#4
B7H6#20/CD3#1 B7H6#23/CD3#5
B7H6#21/CD3#1 B7H6#23/CD3#6
B7H6#22/CD3#1 B7H6#14/CD3#2



PCT/EP2020/077586
09/24

Fig. 9

WO 2021/064137

urajoud ggdyN-0a4 l werod ogdyiN 201

LHEQD/LI#9H.IE
L#EAD/0L#9H.IE - L#EAD/0C#9H.d
L#£00/6#9H.9
L#eao/goHIg - L#EAD/6L#9H.Y
L#eAD/I#9H. G
- L#EA0/9L#9H .Y
LHEAD/9#9H.E
R LAEAD/P#IHLE
- L#EAD/E#9H.LE - L#EAD/VL#OHLY
- LH#EQD/THOHLG
« T T 3 ¢ w T T E ¢
uoneIo8s AN4| Jo uoqIyu| % uoljaoes AN4| Jo uoniqIyul %



WO 2021/064137 PCT/EP2020/077586

10/24
Fig. 10
A
—~ 100+ —e— B7H6#1/CD3#1
= 5. —a— B7HB#2/CD3#1
e —a— B7HB#3/CD3#1
@
2 607 —w— B7H6#4/CD3#1
§ 40- —e— B7HBH#5/CD3#1
Py —e— B7HBH#6/CD3#1
_‘% 20+ —e— B7HBH7/CD3#1
2 ofm —&— B7HB#8/CD3#1
o P} DN NS A BTHEHICDIH
Q‘”@ 9@ %55% o O
> © ~—3g B7H6#10/CD3#1
B7H6/CD3[nM] —o— B7HB#11/CD3#1
B
1.0- p=0.04 **
i |
0-8" '
= 0.6- "
o -
Pr:4 Ry
& 0.44 ™ -
0.2 b
[ ]
0.0 r T
o o
X X
\?:’\ N
& '
xR qsé?b



WO 2021/064137

Fig. 11
A
£ 100-
<
£ 304
@
2
§ 604
2
= 40+
7]
> 20-
2 o
<
o B7H6/CD3 [nM]
—e— B7HG#12/CD3#1 —+— BT7HG#24/CD3#1
—a— BT7THG6#13/CD3#1 ~-4-- B7H6#14/CD3#2
—a— B7HG#14/CD3#1 --x-- B7HB#14/CD3#3
—%— B7HG#15/CD3#1 --G-- BTHE#14/CD3#4
—4— B7HE#16/CD3#1 --[-- B7HG#14/CD3#5
—O— B7HG#17/CD3#1 --©-- BTHE#14/CD3H6
—O— B7H6#18/CD3#1  --E-- BTHE#23/CD3#2
—fpe BTHEH#19/CD3#1T - ~%~~ BT7HGH23/CD3#3
e BT HBH20/CD3#1 --'6“' B7H6#23/CD3#4
—— B7HG#21/CD3#1 ~-9-~ B7HB#23/CD3#5
—e— B7HG#22/CD3#1 --1-- B7HE#23/CD3#6
—+— B7HE#23/CD3#1
B
0.5- .
0.4-
0.3- .
— 0.2 .
§ 014 e 3 H
g "
Q 0.04-
0.02-
0.00 ' : . .
CN ) o o
R A S R S
F PP
S O O O O
RGN L N L L
R S S S S
@ & & & 9

PCT/EP2020/077586



WO 2021/064137 PCT/EP2020/077586

12/24
Fig. 12

—
<
'y

@
e

o
e

&

N
e

% Lysis relative to control

B7H6/CD3 [nM]

—e— ET301 —%— ET51 —B— ET15
—— ET20:1 ~——t—— ET21 =—t&A— ET1:10
—ak— ET10:1 —e— E:T1:2



WO 2021/064137

)

% Lysis (relative to ctri

% Lysis (relative to ctrl.)

-
8 P
;

100+

120+
100+

[Ny > Y

13/24
Fig. 13

B7H6#12/CD3#1
B7HE#13/CD3#1
B7H6#14/CD3#1
B7H6#15/CD3#1
B7H6#16/CD3#1
B7HE#17/CD3#1
B7H6#18/CD3#1
B7HE#19/CD3#1
B7H6#20/CD3#1
B7H6#21/CD3#1
B7H6#22/CD3#1
B7HE#23/CD3#1

B7HB#12/CD3#1
B7HE#13/CD3#1
B7HB#14/CD3#1
B7HB#15/CD3#1
B7HE#16/CD3#1
B7H6#17/CD3#1
B7H6#18/CD3#1
B7HG#19/CD3#1
B7HE#20/CD3#1
B7HB#21/CD3#1
B7HB#22/CD3#1
B7HE#23/CD3#1

PCT/EP2020/077586

—
JR
e
--@.-
[
JR -
un@l‘u
g S,
-.,6‘.._
--Q--

-

B7H6#24/CD3#1
B7HB#14/CD3#2
B7HG#14/CD3#3
B7HB#14/CD3#4
B7H6#14/CD3#5
B7HO#14/CD3#6
B7HO#23/CD3#2
B7HE#23/CD3#3
B7H8#23/CD3#4
B7HB#23/CD3#5
B7HE#23/CD3#6

B7HE#24/CD3#1
B7HE#14/CD3#2
B7HB#14/CD3#3
B7HE#14/CD3#4
B7HB#14/CD3#5
B7HE#14/CD3#6
B7HB#23/CD3#2
B7HE#23/CD3#3
B7HE#23/CD3#4
B7HE#23/CD3#5
B7HG#23/CD3#6



WO 2021/064137 PCT/EP2020/077586

14/24
Fig. 14

A
% 1007 T-cells + HCT-15 T-cells
: 80 —e— B7HG6#12/CD3#1 -0+ B7HB#12/CD3#1
S 6o —m— BT7HG#14/CD3#1  ...@-- BTHE#14/CD3#1
g —a— BTHE#15/CD3#1 - A~ BTHB#15/CD3#1
§ 401 —»— B7HB#16/CD3#1 ¥ BTHE#16/CD3#1
& 207 —e— BTHB#19/CD3#1  ---o--- BTH6#19/CD3#1
§ Of - —e— B7HB#20/CD3#1 -0« BTHEH20/CD3#1
a2 M

B7H6/CD3 [nM]

B
2 100-
3 T-cells + HCT-15 T-cells
= 807 —e— B7HB#I2ICD3#1 -0 B7HB#I2/CD3#1
8 so —=— B7HB#14/CD3#1 o - B7THB#14/CD3#1
§ 40 —a— BTHB#15/CD3#1 A BTHB#15/CD3#1
2 —»— BTHGH#16/CD3#1 ¥ BTHE#16/CD3#1
“3 20+ —a— B7HB#19/CD3#1 9o B7THB#19/CD3#1
g of —e— B7HE#20/CD3#1 -0~ B7HBH#20/CD3#
= N N N N ,\Q

(N A
S & & © .
8 S o > °©
§F F W ©

B7H6/CD3 [nM]



% Perforin-positive CD4 T-cells

% Perforin-positive CD8 T-cells

WO 2021/064137

>

100+

3
(=]
1

-3
i

B
s

B7H6/CD3 [nM]

B7H6/CD3 [nM]

15/24
Fig. 15

T-cells + HCT-15
—e— B7H6#12/CD3#1
—u— B7HG6#14/CD3#1
e B7H6#15/CD3#1
—— B7H6#16/CD3#1
—e— B7HG#19/CD3#1
e B7HE#20/CD3#1

T-cells + HCT-15
—e— B7H6#12/CD3#1
—a— B7H6#14/CD3#1
—a— BT7H6#15/CD3#1
—¥— B7HE#16/CD3#1
——t—  BTHE#19/CD3#1
—e— B7HG#20/CD3#1

PCT/EP2020/077586

T-celis
o B7HE#12/CD3#1
- B7HE#14/CD3#1
A BTHE#15/CD3#1
v--- B7HB#16/CD3#1
<.+ BTHG6#19/CD3#1
©-- B7HB#20/CD3#1

T-celis
O BTH6#12/CD3#1
Q.- B7H6#14/CD3#1
A B7HE#15/CD3#1
v--- B7H6#16/CD3#1

- BYHE#19/CD3#1

o BTH6#20/CD3#1



WO 2021/064137

% Granzyme B-positive CD4 cells

% Granzyme B-positive CD8 cells

>

1001

3
(4
1

23
<«
L

B
hrd

20+

100

80

60

40
20

B7H6/CD3 [nM]

16/24
Fig. 16

T-cells + HCT-15

B7H6#12/CD3#1
B7H6#14/CD3#1
B7HG#15/CD3#1
B7HE#16/CD3#1
B7HB#19/CD3#1
B7HE6#20/CD3#1

T-cells + HCT-15

B7H6/CD3 [nM]

B7H6#12/CD3#1
B7H6#14/CD3#1
B7H6#15/CD3#1
B7H6#16/CD3#1
B7HB#19/CD3#1
B7HB#20/CD3#1

PCT/EP2020/077586

T-celis
B7H6#12/CD3#1
B7H6#14/CD3#1
B7H6#15/CD3#1
B7H6#16/CD3#1
B7H6#19/CD3#1
B7H6#20/CD3#1

T-cells
B7H6#12/CD3#1
B7H6#14/CD3#1
B7H6#15/CD3#1
B7H6#16/CD3#1
B7H6#19/CD3#1
B7H6#20/CD3#1



PCT/EP2020/077586

17/24
Fig. 17

_ OGS

— 6oL

— S0l

_ LG

_ L
=3 -2 o

_ LGE

1epoiy 1epon fepoi lepoi

1epo

It

WO 2021/064137

WU 1000070

L#ea0/0ZHoH.LE

L#eaO/6LRH.LE

#EAO/9L#9H.LE

LHEQDISL#OH.LE

L#eQOiviRoHLE

VHEADIZIHIHLA



WO 2021/064137 PCT/EP2020/077586

18/24
Fig. 18
30000+ 4 . —e— B7H6#12/CD3#1
__25000- ° —=— B7H6#14/CD3#1
£ 20000 —a— B7H6#15/CD3#1
£ 15000- —+— B7H6#19/CD3#1
= 100004 —e— B7H6#20/CD3#1
L
T 5000-
.0~ BTHB#12/CD3#1
on ! A
f NN @~ BTHB#14/CD3#1
S & &S $
S &S -A-- BTHB#15/CD3#1
B7H6/CD3 [nM] .9~ BTHG#19/CD3#1

@ B7HE#20/CD3#1



WO 2021/064137

100000

10000+

B7H6/CD3 (ng/mL)

PCT/EP2020/077586

19/24
Fig. 19

1000

Time (day)



WO 2021/064137 PCT/EP2020/077586

Relative Tumor Volume

20/24
Fig. 20

-~ Vehicle
-+ B7H6/CD3

0 5 10 15 20 25 30

Day



WO 2021/064137 PCT/EP2020/077586

21/24
Fig. 21

CD3 Score
n
»
»




B7H6/CD3 (ng/ml)

WO 2021/064137

22/24
Fig. 22

1000

PCT/EP2020/077586

-0~ B7H6#12/CD3#1
- B7H6#14/CD3#1
-4 B7H6#15/CD3#1

-¥- B7H6#16/CD3#1



Relative Tumor Volume

WO 2021/064137

23/24
Fig. 23

0 10

Day

20

i‘-il!lii'iillil’if'illﬁl!i‘l!‘

30

e
-
ol
"
-

PCT/EP2020/077586

Vehicle

B7H6#12/CD3#1
B7H6#14/CD3#1
B7H6#15/CD3#1
B7H6#16/CD3#1



Relative Tumor Volume

WO 2021/064137 PCT/EP2020/077586

24/24
Fig. 24

-©- Vehicle, single dose
-o- B7HG6/CD3, single dose
-8- Vehicle, g7d

-% B7H6/CD3, q7d

lllllll'I'ill’ll!llll!!lllll

0 10 20
Day



